The pathology of Parkinson's disease and other synucleinopathies is characterized by the formation of intracellular inclusions comprised primarily of misfolded, fibrillar α-synuclein (α-syn). One strategy to slow disease progression is to prevent the misfolding and aggregation of its native monomeric form. Here we present findings that support the contention that the tricyclic antidepressant compound nortriptyline (NOR) has disease-modifying potential for synucleinopathies. Findings from in vitro aggregation and kinetics assays support the view that NOR inhibits aggregation of α-syn by directly binding to the soluble, monomeric form, and by enhancing reconfiguration of the monomer, inhibits formation of toxic conformations of the protein.
Introduction
Parkinson's disease (PD) is a member of a class of neurodegenerative syndromes termed synucleinopathies, characterized by abnormal accumulations of the protein alpha-synuclein (α-syn) within selectively vulnerable neurons or glial cells (McCann et al., 2014) . These syndromes are relentlessly progressive with no disease modifying therapy available at present. α-Syn is widely distributed in the central nervous system, representing approximately 1% of all cytosolic protein in brain (Iwai et al., 1995) . In its native state, α-syn is mainly localized to synaptic terminals and the nucleus (Iwai et al., 1995; Yu et al., 2007) . Soluble, monomeric α-syn is an intrinsically disordered protein (Theillet et al., 2016) . Several membrane-bound helical conformations have been identified, ranging from monomeric to multimeric (Snead and Eliezer, 2014) . Membrane conformers are in equilibrium with the cytosolic, disordered monomer (Burré et al., 2015) . Although the normal function of α-syn is not fully understood, it is involved in synaptic plasticity (George et al., 1995; Watson et al., 2009) , vesicle pool maintenance (Murphy et al., 2000) , and neurotransmitter release (Abeliovich et al., 2000; Burré et al., 2010 Burré et al., , 2014 . Under conditions in which α-syn homeostasis is perturbed, the protein misfolds and forms insoluble amyloid fibrils associated with neuropathology. In PD, α-syn is the
